Confirmation of the LDLR
-/-/ MKP-1 -/-knockout genotype (A) LDLR -/-and MKP-1 -/-mice were crossed following standard procedures. Wild-type and mutant alleles of MKP-1 (lower panels) and LDLR (data not shown) were identified by DNA PCR (of ear tissue) followed by gel electrophoresis (upper panels). The position of each PCR primer is shown in relation to the structure of the mutant MKP-1 allele (lower panel); primers g7 and g4 amplify the wild-type MKP-1 allele, whereas g7 and n4 amplify the mutant allele.
In the example shown, the analysis identified two MKP-1 -/-and a single MKP-1 -/-genotype. Wild-type and mutant products are indicated.
Validation of the en face TUNEL technique. Portions of the descending thoracic aorta were obtained from female C57BL/6 mice. They were incubated with DNAse (1500 U/ml in cell culture medium for 15 min; + DNAse) to generate DNA strand breaks or were incubated in medium alone as a control (-DNAse). TUNEL was carried out either in the presence (+TUNEL-FITC) or absence (-TUNEL-FITC) of FITC-labelled dUTP nucleotides (green). Endothelial marker is lectin (red). Representative images are shown.
High fat diet induces EC apoptosis at an atherosusceptible site. LDLR -/-mice were exposed to a high fat diet for 2-6 weeks or remained on normal chow as a control. Caspase-3 activation was measured in EC by en face staining of susceptible or protected regions of the aorta (red; n=6 per group). Endothelial marker is CD31 (green) and nuclei were stained using ToPro-3 (purple). Representative images (positive cells indicated by arrows) and quantitation of positive cells (mean+/-SD) are shown. *p<0.05, **p<0.01. /MKP-1 -/-mice were exposed to a high fat diet for 6 weeks. Cross sections of aortic root lesions were stained using anti-CD68 antibodies and HRP-conjugated secondary antibodies (brown). Images shown are representative of those generated using 5 animals per group. /MKP-1 -/-mice were exposed to a high fat diet for 6 weeks. Cross sections of aortic root lesions were stained using anti-smooth muscle cell actin antibodies and HRP-conjugated secondary antibodies (brown). Images shown are representative of those generated using 5 animals per group.
Genetic deletion of MKP-1 or JNK1 did not influence collagen content of lesions. LDLR
/MKP-1 -/-mice were exposed to a high fat diet for 6 weeks. Cross sections of aortic root lesions were stained using Gomori's Trichrome which stains collagen (blue). Images shown are representative of those generated using 5 animals per group. 
